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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
Leptin (ob gene) and its cognate receptor (obr) are relevant 
for fat metabolism. Obr shares homology with the IL- 
6 signal transducer gpl30 and is expressed in hematopoietic cells. 
Since cytokines and growth factors regulate both hematopoiesis and 
response to chemotherapy, we tested the hypothesis of whether 
leptin protects leukemic cells from cytotoxicity of cisplatinum. 
Antisense phosphorothioate oligodeoxynucleo tides (ODNs) and antisense 
peptide nucleic acids (PNAs) complementary to the obr gene were first 
tested for their growth inhibitory activity in obr expressing leukemic 
cells. Liposome-mediated transfection of ODNs (1-2 mu M) or PNAs (0.01-1 
mu M) inhibited growth up to 50%. Combination treatments of 
cisplatinum and 0.01 mu M PNA reduced growth more than cisplatinum alone. 
Vice versa, recombinant human leptin (rhL) diminished 

cisplatinum-induced growth inhibition. Finally, we investigated whether 
rhL affects cisplatinum-induced DNA damage and repair in the housekeeping 
gene beta-actin by means of real time TaqMan(R) polymerase chain reaction. 
RhL reduced DNA damage and increased DNA repair. The effects are, however, 
modest and leptin is probably not the only player in the armory 
of growth factors which affect drug resistance. 
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DOCUMENT TYPE: Article; Journal 

FILE SEGMENT: LIFE 

LANGUAGE: English 

REFERENCE COUNT: 4 5 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB Obesity is a complex syndrome that involves defective 

signaling by a number of different factors that regulate appetite and 
energy homeostasis. Treatment with exogenous leptin 
reverses hyperphagia and obesity in ob/ob mice, which have a 
mutation that causes leptin deficiency, proving the importance 
of this factor and its receptors in the obesity syndrome. Cells 
with leptin receptors have been identified outside of the 
appetite regulatory centers in the brain. Thus leptin has 
peripheral targets. Because macrophages express signaling- competent 
leptin receptors, these cells may be altered during chronic 
leptin deficiency. Consistent with this concept, the present study 
identifies several phenotypic abnormalities in macrophages from ob/ob 
mice, including decreased steady-state levels of uncoupling protein-2 
mRNA, increased mitochondrial production of superoxide and hydrogen 
peroxide, constitutive activation of CCAAT enhancer binding protein 
(C/EBP) -beta, an oxidant-sensitive transcription factor, increased 
expression of interleukin-6 and cyclooxygenase 

(COX) -2, two C/EBP-beta target genes, and increased COX- 2 -dependent 
production of PGE(2) . Given the importance of macrophages in the general 
regulation of inflammation and immunity, these alterations in macrophage 
function may contribute to obesity-related pathophysiology. 
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^ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB Leptin is a protein which is encoded by the obese 

(ob) gene. It is synthesized by adipocytes and binds to receptors in the 
hypothalamus, thereby suppressing appetite and increasing the metabolic 
rate. When mouse 3T3-L1 cells are induced to differentiate into 
adipocytes, they bean to const itutively express low levels of oh mRNA. 
Using reverse transcription and a semi -quantitative polymerase chain 
reaction, the experiments described herein demonstrate that the 
antiinflammatory cytokine transforming growth factor-p increases steady 
state ob mRNA. Conversely, treatment of 3T3-L1. adipocytes with 
the pro- inflammatory cytokines interleukin-1 beta, interleukin- 
6, interleukin-11 , and tumor necrosis factor-alpha results in a 
decrease in ob transcripts. When considered in the context of animal 
studies showing that interleukin-1 and tumor necrosis factor-alpha induce 
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leptin and ob mRNA, these results suggest that pro-inflammatory 
cytokines induce ob gene transcription in vivo via secondary mediators 
such as transforming growth factor-beta. (C) 1997 Academic Press. 
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a model system a series of transcripts 



Based on kinetic studies 



STAT-3, SOCS-3, 



Using the PC12 cell line as 
induced through activation 

of the leptin receptor or gpl3 0 was identified, 
on undifferentiated PC12 

cells, two distinct gene-sets could be discerned: 
Metallothionein-Il , the 

serine/threonine kinase Fnk and the rat homologue of MRF-1 which are 
immediate early response genes, 

and Pancreatitis Associated Protein I, Squalene Epoxidase, 
Uridinediphosphate Glucuronyl Transferase 

and Annexin VIII, which are late induced target genes. In the latter 
case only, a strong 

co-stimulation with the adenylate cyclase activator forskolin was 
observed. Two additional 

transcripts encoding Leptin Induced Protein I (LIP- I) and Leptin Induced 
Protein II (LIP-II) were 

also identified. LIP-II is a rat orthologue of the human Down Syndrome 
Cell Adhesion Molecule 

(DS-CAM) . In both cases, no forskolin co-stimulatory effect was 
observed. On PC12 cells 

differentiated to a neural phenotype by combined &beta,--NGF and 
forskolin treatment, Pancreatitis 

Associated Protein III, Peripherin and Mx2 protein were further 
identified as being regulated by 

leptin. Finally, from an RDA experiment using mRNA from either hyper- 
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IL-6- or lept in -induced PC12 

cells, the Reg gene, another member of the Pancreatitis Associated 
Protein family, and HIP-1 were 

identified as selectively up-regulated by H-il-6- 
STAT-3 and SOCS-3 have been recognized in leptin 

signalling i(in vivo) before. In this invention it is also demonstrated 
that leptin modulates the 

i(in vivo) expression of the MT-II, Fnk and Pancreatitis Associated 
Protein I genes. 

ABFR L'utilisation de la lignee cellulaire PC12 en tant que systeme modele a 
permis d' identifier une 

serie de transcrits induits par 1' activation du recepteur de la leptine 
ou gpl3 0. A partir d 1 etudes 

cinetiques de cellules PC12 indif f erenciees , deux ensembles distincts de 
genes ont pu etre 

distingues: STAT-3, SOC-3, metallothioneine-I I , serine/threonine kinase 
Fnk et homologue murin de 

MRF-1, genes de la reponse precoce immediate d'une part, Proteine 
associee a la pancreatite I, 

Squalene Epoxidase, Uridinediphosphate Glucuronyl Transferase et 
Annexine VIII, genes cibles a 

induction tardive d' autre part. Dans le dernier cas seulement, on a pu 
observer une forte 

co-stimulation par la forskoline, un activateur de l'adenylate cyclase. 
Deux autres transcrits 

codant pour la proteine induite par la leptine I (LIP-1) et pour la 
proteine induite par la leptine 

II (LIP-II) ont egalement ete observes. LIP- I I est un hortologue murin 
de la molecule d' adhesion 

cellulaire du syndrome de Down d'origine humaine (DS-CAM) . Dans les deux 
cas, aucun effet 

co-stimulateur de la forskoline n'a ete observe. Sur des cellules PC12 
diff erenciees en phenotype 

neuronal par un traitement combine &beta ; -NGF/ forskoline, on a constate 
par ailleurs que la proteine 

III associee a la pancreatite, la peripherine et la proteine Mx2 etaient 
regulees par la leptine. 

Enfin, a partir d'une experience de ration dietetique recommandee 
faisant intervenir de l'ARN m 

provenant de cellules PC12 induites par hyper- IL-6 ou par la leptine, on 
a constate une regulation 

positive du gene Reg, autre membre de la famille des proteines associees 
a la pancreatite, et de 

HIP-1 par H-IL-6. STAT-3 et SOCS-3 avaient ete observes auparavant i(in 
vivo) dans la signal isat ion 

de la leptine. Cette invention demontre egalement que la leptine module 
1' expression i{in vivo) des 

genes MT-II, Fnk et de la proteine I associee a la pancreatite. 
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ABEN The invention provides methods, therapeutics and kits for treating and 
preventing diseases or 

conditions associated with excessive lipolysis, in particular 
TNF-α induced lipolysis, and/or 

excessive free fatty acid levels. Exemplary conditions include 
insulin-resistance, diabetes, in 

particular NIDDM, obesity, glucose intolerance, hyper insulinemia , 
polycystic ovary syndrome, and 

coronary artery disease. In a preferred embodiment, the method includes 
administering to a subject 

in need a pharmaceutical ly effective amount of an inhibitor of the JNK 
signal transduction pathway 

and/or an inhibitor of the MAPK/ERK signal transduction pathway and/or a 
stimulator of the p38 
signal transduction pathway. 
ABFR L 1 invention concerne des procedes, des moyens therapeutiques et des kits 
destines au traitement 

et a la prevention des maladies et etats associes a une lipolyse 
excessive, en particulier a la 

lipolyse induite par TNF-α, et/ou a des concentrations excessives 
d'acides gras libres. En 

guise d'exemple, on cite la resistance a l'insuline, le diabete (en 
particulier le diabete non 

insulinodependant) , 1'obesite, 1 ' intolerance au glucose, 
1 ' hyper insulinemie, le syndrome de 

Stein-Leventhal -Cohen et la coronaropathie . Dans un mode de realisation 
prefere, le procede consiste 

a administrer a un sujet souffrant une quantite pharmaceutiquement 
efficace d'un inhibiteur de la 

voie de transduction des signaux JNK et/ou un inhibiteur de la voie de 
transduction des signaux 

MAPK/ERK et/ou un stimulateur de la voie de transduction des signaux 
p38. 
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ABEN A novel polypeptide that is believed to be a novel type 1 cytokine 
receptor has been identified 

in both mice and in humans and the corresponding cDNA sequences have 
been obtained. There is a high 

degree of conservation of amino acid between the human and murine 
polypeptides, indicating that this 

receptor is functionally important. Polypeptides within the scope of the 
present invention may be 

useful in treating cancer, obesity and immune or developmental 
disorders. They may also be useful in 
screening . 

ABFR On a identifie un nouveau polypeptide dont on estime qu'il est un 
nouveau type de recepteur de 

cytokine 1; cette identification s'est faite a la fois chez des souris 
et chez des humains et l'on a 

obtenu les sequences correspondantes d'ADN complementaire . Le degre de 
conservation d'acide amine 

est eleve dans ces polypeptides humains et murins, ce qui indique que ce 
recepteur est important du 

point de vue fonctionnel. Les polypeptides relevant de cette invention 
peuvent se reveler efficaces 

s'agissant de traitement du cancer, de l'obesite ainsi que d'affections 
immunitaires et de troubles 

du developpement . lis se revelent egalement utiles pour des criblages . 
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ABEN Provided are methods for selectively expressing therapeutic molecules, 
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such as secretory 

proteins, antisense molecules and ribozymes, in the liver. The methods 
find use in treating hepatic 

diseases or conditions. The methods also find use in treating any 
disease or condition in which 

systemic administration of the therapeutic substance, for example, a 
secretory protein, is desired. 

The methods involve administering to a mammalian patient having a need 
for liver expression of a 

therapeutic molecule an AAV vector containing a therapeutically 
effective amount of the therapeutic 

molecule. Also provided are novel vectors employable in these methods. 
ABFR L 1 invention concerne des procedes d'expression selective dans le foie de 
molecules 

therapeutiques , telles que des proteines secretrices, des molecules 
antisens et des ribozymes . On 

peut utiliser ces procedes dans le traitement d'affections ou de 
troubles hepatiques. On peut 

egalement utiliser ces procedes dans le traitement de toute affection ou 
trouble pour lequel on 

souhaite une administration systemique de la substance therapeutique, 
par exemple une proteine 

secretrice. Les procedes comprennent 1 ' administration a un patient 
mammifere presentant un besoin 

d'expression hepatique d'une molecule therapeutique, d'un vecteur AAV 
contenant une quant ite 

substantielle, du point de vue therapeutique, de la molecule 
therapeutique. L' invention concerne 

egalement de nouveaux vecteurs utilisables dans ces procedes. 
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ABEN Compositions comprising OB-R agonists and methods of treatment for 
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conditions such as systemic 

inflammatory response syndrome are provided. One suitable OB-R agonist 
ligand is recombinant human 

OB protein, also known as leptin. Also provided are methods 
and compositions for the treatment of 

obesity and OB resistance. Assay methods and kits relating to 
these conditions are also included. 
ABFR L 1 invention concerne des compositions a base d'agonistes pour recepteurs 
OB (OB-R) et des 

procedes de traitement pour certains etats comme le syndrome de reaction 
inf lammatoire generale. La 

proteine humaine OB recombinee, egalement appelee leptine, est un ligand 
agonist e approprie pour 

OB-R. On decrit aussi des procedes et des compositions pour le 
traitement de l'obesite et la 

resistance propre aux OB, ainsi que des epreuves et des necessaires a 
essai pour les etats 
consideres . 
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ABEN The present invention relates to the discovery, identification and 
characterization of 

nucleotides that encode Ob receptor (ObR) , a receptor protein that 
participates in mammalian body 

weight regulation. The invention encompasses obR nucleotides, host cell 
expression systems, ObR 



Page 8 



proteins, fusion proteins, polypeptides and peptides, antibodies to the 
receptor, transgenic animals 

that express an obR transgene, or recombinant knock-out animals that do 
not express the ObR, 

antagonists and agonists of the receptor, and other compounds that 
modulate obR gene expression or 

ObR activity that can be used for diagnosis, drug screening, clinical 
trial monitoring, and/or the 

treatment of body weight disorders, including but not limited to 
obesity, cachexia and anorexia. 
ABFR Cette invention concerne la decouverte, 1 1 identification et la 
caracterisation de nucleotides 

qui codent le recepteur Ob (ObR) , une proteine de recepteur qui 
participe a la regulation de la 

masse corporelle chez les mammiferes. Cette invention concerne des 
nucleotides obR, des systemes 

d' expression de cellule hote, des proteines ObR, des proteines de 
fusion, des polypeptides et des 

peptides, des anticorps diriges contre le recepteur, des animaux 
transgeniques qui expriment un 

transgene obR ou des animaux morts produits par recombinaison qui 
n' expriment pas ObR, des 

antagonistes et des agonistes du recepteur, et d'autres composes qui 
modulent 1' expression du gene 

obR ou l'activite de ObR et qu'on peut utiliser pour le diagnostic, la 
recherche de medicaments, la 

surveillance des essais cliniques et/ou le traitement des dereglements 
de la masse corporelle 

incluant entre autres l'obesite, la cachexie et l'anorexie. 



=> d his 

(FILE 'HOME' ENTERED AT 16:29:02 ON 23 AUG 2004) 

FILE ' MEDLINE, SCISEARCH, CAPLUS, BIOSIS, USPATFULL, PCTFULL 1 ENTERED AT 
16:29:49 ON 23 AUG 2004 



LI 


161020 


S ( {INTERLEUKIN OR IL) (W)6) OR IL6 


L2 


1168469 


S OBESITY OR OBESE OR FAT OR (BODY (W) (MAASS OR WEIGHT) ) 


L3 


22254 


S ( KNOCK (W) OUT (W) (MICE OR MOUSE) ) OR (NULL (W) (MICE OR MOUSE) ) 


L4 


10196794 


S TREAT? OR ADMINISTER? 


L5 


2018 


S LI (S)L2 


L6 


299 


S L1(S)L3 


L7 


25249 


S L1(S)L4 


L8 


34 


S L5 AND L6 AND L7 


L9 


34 


DUP REM L8 (0 DUPLICATES REMOVED) 


L10 


18483 


S LEPTIN(S)L2 


Lll 


332 


S L10 AND L5 


L12 


102 


S LI (P) (SERUM (W) TRIGLYCERIDE?) 


L13 


2 


S Lll AND L12 


L14 


2 


DUP REM L13 (0 DUPLICATES REMOVED) 


LIS 


81 


S Lll AND L7 


L16 


73 


DUP REM LI 5 (8 DUPLICATES REMOVED) 


L17 


9 


S L16 AND PY<=2000 
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1 Nil in* U. * w 

L Number 


Hits 


Search Text 


DB 


Time stamp 


1 


13969 


((interleukin or il) adj "6") or i!6 


USPAT; 

US-PGPUB; 

EPO; 

DERWENT 


2004/08/23 16:49 


2 


2702 


(treat$ or administers or dose) with (((interleukin or il) adj "6") 
or il6) 


USPAT; 

US-PGPUB; 

EPO; 

DERWENT 


2004/08/23 16:49 


3 


109975 


(body adj (fat or mass or weight)) or obesity or obese 


USPAT; 

US-PGPUB; 

EPO; 

DERWENT 


2004/08/23 16:50 


4 


322 


(((interleukin or il) adj "6") or il6) same ((body adj (fat or 
mass or weight)) or obesity or obese) 


USPAT; 

US-PGPUB; 

EPO; 

DERWENT 


2004/08/23 16:50 


5 


165 


((treats or administers or dose) with (((interleukin or il) adj 
"6") or jl6)) and ((((interleukin or il) adj "6") or il6) same 
((body adj (fat or mass or weight)) or obesity or obese)) 


USPAT; 

US-PGPUB; 

EPO; 

DERWENT 


2004/08/23 16:52 


6 


265 


(((interleukin or il) adj "6") or il6) with agonist 


USPAT; 

US-PGPUB; 

EPO; 

DERWENT 


2004/08/23 16:52 


7 


42 


((((interleukin or il) adj "6") or il6) with agonist) same ((treats 
or administers or dose) with (((interleukin or il) adj "6") or il6)) 


USPAT; 

US-PGPUB; 

EPO; 


2004/08/23 17:05 


8 






DERWENT 




24584 


(diabetes adj type) or (abdominal adj obesity) or (obesity) or 
(metabolic adj syndrome) 


USPAT; 

US-PGPUB; 

EPO; 

DERWENT 


2004/08/23 17:08 


9 


29 


((treats or administers or dose) with (((interleukin or il) adj 
"6") or il6)) same ((diabetes adj type) or (abdominal adj I 
obesity) or (obesity) or (metabolic adj syndrome)) 


USPAT; 

US-PGPUB; 

EPO; 

DERWENT 


2004/08/23 17:15 


10 


8 


((((interleukin or il) adj "6") or H6) with agonist) and (((treats 
or administers or dose) with (((interleukin or il) adj "6") or i!6)) 
same ((diabetes adj type) or (abdominal adj obesity) or 
(obesity) or (metabolic adj syndrome))) 


USPAT; 

US-PGPUB; 

EPO; 

DERWENT 


2004/08/23 17:09 


11 


9 


(((interleukin or il) adj "6") or N6) adj agonist 


USPAT; 

US-PGPUB; 

EPO; 


2004/08/23 17:16 


12 






DERWENT 




151 


(((interleukin or il) adj "6") or j|6) same ((diabetes adj type) or 
(abdominal adj obesity) or (obesity) or (metabolic adj 
syndrome)) 


USPAT; 

US-PGPUB; 

EPO; 


2004/08/23 17:16 


13 






UbKWENT 




85 


((((interleukin or il) adj "6") or il6) same ((diabetes adj type) or 
(abdominal adj obesity) or (obesity) or (metabolic adj 
syndrome))) and ((treats or administers or dose) with 
(((interleukin or il) adj "6") or il6)) 


USPAT; 

US-PGPUB; 

EPO; 

DERWENT 


2004/08/23 17:16 
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